H and 13 C spectra of Spliceostatin E---------------------------------------------S17-S18
General Information: Those reactions which required anhydrous conditions were carried out under an argon atmosphere using oven-dried glassware (120 o C). All chemicals and reagents were purchased from commercial suppliers and used without further purification. Compound 7 was synthesized from the literature procedure (J. Org. Chem. 2014, 79, 599-607) .
Anhydrous solvents were obtained as follows: anhydrous tetrahydrofuran and diethyl ether were distilled from sodium metal under argon, anhydrous dichloromethane was dried via distillation from CaH 2 immediately prior to use under argon, and anhydrous methanol and ethanol were distilled from activated magnesium under argon. All other solvents were reagent grade. TLC analysis was conducted using glass-backed Thin-Layer Silica Gel
Chromatography Plates (60 Å, 250 µm thickness, F-254 indicator). Flash chromatography was performed using 230-400 mesh, 60 Å pore diameter silica gel. 1 H NMR spectra were recorded at 400 or 500 MHz. 13 C NMR spectra were recorded at 100 or 125 MHz. Chemical shifts are reported in parts per million and are referenced to the deuterated residual solvent peak. NMR data is reported as: δ value (chemical shift, J-value (Hz), integration, where s = singlet, d = doublet, t = triplet, q = quartet, bs = broad singlet). IR spectra were recorded on a
Varian 2000 Infrared spectrophotometer and are reported as cm -1 . LRMS spectra were recorded at the Purdue University Department of Chemistry Mass Spectrometry Center.
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Synthesis of compound 10:
To a slurry of 7 (1.0 g, 3.2 mmol), CuCN (29.0 mg) in THF (20 mL) at -20 °C was added dropwise isopropenylmagnesium bromide (0.5 M in THF, 9.6 mL). The reaction mixture was stirred for 30 min. The reaction was quenched by addition of a saturated aqueous solution of NH 4 Cl (5 mL), and the mixture was extracted into ethyl acetate (2 x 10 mL). The reaction mixture was washed with brine (10 mL), dried (Na 2 SO 4 ) and evaporated. The products were purified by silica gel column chromatography (hexane/ethylacetate, 94:6) to afford homoallylic alcohol as colorless oil (987.0 mg, 87 % 135.5, 133.1, 129.7, 127.7, 112.8, 69.6, 67.6, 41.5, 26.8, 22.4, 19 77-7.64 (m, 8H), 7.48-7.32 (m, 12H), 5.92-5.74 (m, 2H), 5.42-5.20 (m, 4H), 5.12-5.07 (m, 1H), 4.98-4.93 (m, 1H), 4.83-4.72 (m, 4H), 3.98-3.89 (m, 1H), 3.88-3.76 (m, 2H), 3.73-3.39 (m, 9H) 3, 135.8, 135.6, 133.6, 133.5, 129.7, 129.6, 127.7, 127.6, 117.8, 113.0, 112.9, 101.4, 75.1, 74.8, 66.0, 60.9, 60.3, 60.2, 40.7, 40.3, 26.8, 22.9, 22.7, 19.2, 15.1; IR (neat) 3071, 2930 IR (neat) 3071, , 2858 IR (neat) 3071, , 1648 IR (neat) 3071, , 1472 IR (neat) 3071, , 1428 IR (neat) 3071, , 1113 0, 135.6, 133.5, 129.5, 127.6, 119.8, 94.7, 67.4, 66.6, 62.8, 31.8, 26.7, 22.9, 19.1, 15.3; IR (neat) 3070, 2930 IR (neat) 3070, , 2858 IR (neat) 3070, , 1684 IR (neat) 3070, , 1589 IR (neat) 3070, , 1473 IR (neat) 3070, , 1428 IR (neat) 3070, , 1383 IR (neat) 3070, , 1111 IR (neat) 3070, , 1063 IR (neat) 3070, , 1001 
Synthesis of compound 13:
To a solution of 11 (300.0 mg, 0.73 mmol) in 2 mL of THF was added TBAF (0.8 mL, 1 M in THF) at 0 °C, the mixture was warmed to room temperature and kept stirring for 3 h. After removal of the solvent under reduced pressure, the residue was purified on a silica gel column (hexane/ethylacetate, 80:20) to afford alcohol as colorless syrup (110.0 mg, 90%).
[α] D 20 -50. 8, 119.5, 94.8, 66.9, 65.1, 63.1, 30.7, 22.8, 15.3; IR (neat) 3435, 2973 IR (neat) 3435, , 2912 IR (neat) 3435, , 2878 IR (neat) 3435, , 1685 IR (neat) 3435, , 1445 IR (neat) 3435, , 1385 IR (neat) 3435, , 1333 IR (neat) 3435, , 1169 IR (neat) 3435, , 1139 .
To a solution of oxalyl chloride (75 2, 137.0, 119.7, 115.3, 95.0, 77.1, 67.0, 63.1, 35.0, 22.7, 15.3; IR (neat) 2973 IR (neat) , 2915 IR (neat) , 2879 IR (neat) , 1670 IR (neat) , 1607 IR (neat) , 1440 IR (neat) , 1383 IR (neat) , 1328 IR (neat) , 1130 IR (neat) , 1062 IR (neat) , 1011 .
Synthesis of compound 5:
A solution of lactol 13 (50.0 mg, 0.30 mmol) in CH 2 Cl 2 (6 mL) was treated with PCC (32.0 mg, 1.48 mmol), 4 Å molecular sieves (30 mg) and AcOH (0.17 mL, 2.97 mmol) at rt.
After stirring at rt for 5 h, water (3 mL) was added and the reaction mixture was extracted with CH 2 Cl 2 (2 x 5 mL) and the solvent was removed under reduced pressure at water bath temperature not exceed 10 °C. 4-methyl-6-vinyl-5,6-dihydro-2H-pyran-2-one (±)-5
To a flask was added zinc dust (3 g, 46 mmol). Enough TMS-Cl was added to the flask to cover the zinc and the mixture stirred for 1 h. TMS-Cl was decanted and the zinc was washed with 0. 
Synthesis of compound 17:
A solution of commercially available (S)-but- 
Synthesis of compound 18:
To a solution of 17 (377 mg, 1.5 mmol) in THF (15 mL) at 0 o C was added TBAF (1 M in THF, 1.6 mL, 1.6 mmol). The reaction mixture was quenched immediately with water. The aqueous phase was extracted with ethyl acetate three times. The combined organic extracts were washed with brine, dried over Na 2 SO 4 , filtered and concentrated under reduced pressure. 4, 88.3, 75.7, 62.1, 57.9, 23.1, 13.9; IR (neat) 3403, 2987 IR (neat) 3403, , 2245 IR (neat) 3403, , 1714 IR (neat) 3403, , 1369 IR (neat) 3403, , 1249 IR (neat) 3403, , 1124 IR (neat) 3403, , 1063 IR (neat) 3403, , 1020 .
To ethyl (S)-4-hydroxypent-2-ynoate (147 mg, 1 mmol) was added LiOH (1 M aqueous solution, 3 mL), a few drops of THF and MeOH (1 mL) and was set to stir at room temperature. After 1 h, the reaction mixture was cooled to 0 o C and 1 N HCl was added to adjust the pH to 1-2. The aqueous phase was extracted with ethyl acetate four times and the combined organic extracts were washed with brine, filtered, dried over Na 2 SO 4 and concentrated under reduced pressure. The residue was purified by silica gel chromatography (1:9 to 3:7 ethyl acetate/hexane) to afford (S)-4-hydroxypent-2-ynoic acid 2 (98 mg, 83%) as a colorless oil. (S)-4-hydroxypent-2-ynoic acid (98 mg, 0.86 mmol) was used to generate 18 (100 mg, 75%) by following the known procedure of Ghosh and co-workers.
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Synthesis of amide 6:
To a stirred solution of acid 9 (19.5 mg, 0.12 mmol) in anhydrous acetonitrile (2 mL) at room temperature under argon was added HATU (49 mg, 0.12 mmol) and DIPEA (68 164.8, 143.6, 141.3, 135.7, 128.1, 122.5, 111.1, 80.8, 76.0, 68.9, 47.1, 35.8, 31.9, 28.9, 21.2, 20.0, 17.8, 15.0, 11.9; IR (neat) 3358, 2977 IR (neat) 3358, , 2934 IR (neat) 3358, , 1739 IR (neat) 3358, , 1668 IR (neat) 3358, , 1634 IR (neat) 3358, , 1520 IR (neat) 3358, , 1369 IR (neat) 3358, , 1243 IR (neat) 3358, , 1049 , 1011 cm -1 ;
HRMS (ESI), m/z (M + Na) + calcd for C 20 H 31 NO 4 Na 372.2151, found 372.2152.
Synthesis of (-) Spliceostatin E (4):
To a solution of 6 (7.5 mg, 0.021 mmol) in anhydrous dichloromethane (1 mL 164.9, 164.4, 159.0, 143.1, 137.5, 133.7, 131.1, 124.4, 123.1, 115.7, 80.2, 77.5, 75.2, 68.4, 46.7, 35.5, 34.6, 32.1, 29.1, 22.8, 21.4, 20.3, 18.1, 14.6, 12.7; IR (neat) 3352, 2923 IR (neat) 3352, , 2853 IR (neat) 3352, , 1723 IR (neat) 3352, , 1717 IR (neat) 3352, , 1698 IR (neat) 3352, , 1677 IR (neat) 3352, , 1517 IR (neat) 3352, , 1451 IR (neat) 3352, , 1383 IR (neat) 3352, , 1243 IR (neat) 3352, , 1045 
